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Claim 1 is directed to a method of treating Down Syndrome, and claims 15-23 are 
directed to methods of identifying Down Syndrome in a fetus. Applicant submits that claims 1 
and 15-23 are not obvious over the Hoffmann reference in view of the Galjaard reference. 
Specifically, these references, when combined, do not teach or suggest all of the limitations of 
the currently pending claims. For example, the combination of Hoffinann and Galjaard does not 
teach or suggest treating or identifying Down Syndrome by analyzing a profile of all of the 
metabolites in a specimen, and identifying a number of metabolic abnormalities in order to either 
treat or identify Down Syndrome. Using the claimed methods, chromosomal abnormalities such 
as Down Syndrome, as opposed to single gene mutations, may be identified and treated. In 
comparison, Galjaard teaches the diagnosis of specific metabolites to diagnose single gene 
mutations. 

Based upon the foregoing amendments and remarks. Applicant respectfully submits that 
the appUcation is in condition for allowance. If the Examiner feels that at telephone interview 
would assist the Examiner in resolving any issues necessary to pass this case to issue, the 
Examiner is encouraged to contact Applicant's undersigned representative at (949)567-2300. 
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lUARKF.n VRRSTON OF AME NDRD CLAIM 1 
1 . (Twice Amended) A method of treating Down Syndrome [a chromosomal 
abnormality] in a fetus by identifying and treating abnormal levels [performing a comprehensive 
biochemical analysis] of a plurality of metabolites in a specimen of bodily fluid having 
metaboUtes from a patient, comprising: 

obtaining a patient profile of [a] all [plurality] of the metabolites contained in the 
specimen by measuring the level of each of the [plurality of] metaboUtes in the specimen, 
wherein the patient profile r.omprises t h e level of each resnective metabolite, 

generating a rnntrol profile nf the metabo lites contained in the specimen, [biochemical 
characterization of the chromosomal abnormaUty in the fetus,] wherein the control profile 
[characterization] comprises [a Ust of each of the plurality of metabolites of the patient profile, 
measured during the obtaining step, with] the level for normal patient? of each respective 
metabolite in the patient profile , wherein the normal patients comprise patients who do pot haye 
Down Syndrome. 

[analyzing] rnm paring the patient profil e with the control profile [the plurality of 
metabolites of tiie patient profile with respect to a contirol profile of the metabolites, the conti-ol 
profile being representative of normal levels of the metabolites,] by identifying each of the 
[pluraUty of] metabolites r>f the patient profile having a different level in comparison with the 
[normal] level of that metabolite for the contr o l profile in order to identify a plurality of 
metabolites havinp different levels , wherein the comparing Step comprise?; [and] 

fleterminin p if a formiminoglutamir. acid leve l of the patient profile is less than a 
fnrmimino glutamic acid level of the control profile t o analyze a level of mono-carbon in 
the patient profile relative tn a level of mono-carbon in the control profile. 
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determining if a homocvstftine level of the patient profile is increased rglatjye tQ a 
hnmnrvsteine level of the control profile to an alyse the level of homocysteine in the 
patient profile. 

Hetermining if a normetanephrine leve l of the patient nrofile is increased relative 
to a nnrmetanephrine level of the control prof ile to analvze the level of normetanephrine 

in the patient profile. 

Hetermininp if an oxalic acid level of the patient p rofile is decreased relative to an 
nvalir acid level of the control profile to analy z e a level of vitamin B6 in the patient 
profile relative to a level of vitamin B6 in the control profile. 

determining if a serine level of the patient profi le is decreased relative to a serine 
Ipvel of the control profile to analv/e the level of serine in the p atient profile, and 

determining if a tetra-hvdro-hiopterin level of th e patient profile is decreased 
relative to a tetra-hvdro-hiopterin level of the c ontrol profile to analvze the level of tetra- 
hydro-hiopterin in the pati ent profile, and 

prescribing a sn pplement [biochemical treatment] for each respective metabolite oflhe 
plurality of metabolites of the patient profile having a different level when compared with the 
[normal] level of that metabolite for the control profile, wherein the supplement restores the 
level of the metabolite of the p atient profile to the level of that metabolite fQr thg COntrpI prpfik, 
and wherein the plurality of metabolites of the patient profile having different levels jn 
comparison to the control profile iden tify a presence of Down Svndrome. 
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